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@ withdrawals: 3 patients withdrew because of adverse events; one
patient receiving BDP placebo developed fever, headache and
pharyngitis, one patient receiving 200 mcg/day of BDP-HFA
developed fever and myalgia, and one patient receiving 400
mcg/day of BDP-HFA developed fever and headache. The data
for these three patients was excluded from the data analysis, a
decision made prior to breaking the randomization code.

s protocol violations: One patient had very low urine volumes on
study day 13 and therefore day 14 urinary free-cortisol levels for
this time frame were excluded from the analysis; the data for one
patient with hypertension were excluded. One patient’s
cosyntropin value at screening was excluded because blood was
‘drawn 20 minutes after injection of ACTH rather than 30

__ minutes., . —

w DEMOGRAPHICS: The significantly greater mean weight in the
200 mcg/day BDP-HFA group was driven by one 400 1b patient.
There was a significant difference between the 800 mcg/day CFC
group and the other treatment groups in regard to mean %
predicted FEV-1. These differences were unlikely to have
influenced the study results (see table 9, p90, v1.51 below). Most
patients had a history of other allergic conditions.

Tables:  Demographic and Prestody Characteristics (Paticats Included in the Intent-to-treat Ansiysis)

HFA-Pisccbo]  HFA-BDF: HFA-BDP: HFA-BDP: CFCBDP: | Pvatve
200 mcg 400 meg 800 meg $00 meg
Tabis Of pats 5 ] ® B s 3
Sex Femake TALIN) | QL% | 2022%) 2(50%) | 2(50%) | ©S0l
Male $ (38.9%) 8 (33.9%) 7 (T7.3%) 6 (75.0%) 6 (75.0%) -
Age (yoars)’ Mo 27 305 37 D1 25 0243
: SD 13.08 1.1 184 $.06 947
[ Reee” Cavcuslan 3(56%) | | SCS6%) - $(S5.6%) 7 (513%) TGRIS%) | 04
Biack 30313%) 4 (44.4%) 4(444%) 1(12.5%) 1 (12.5%)
Asian/Pac. 1(11.1%) o (0.0%) 0 (0.0%) 0 ©.0%) 0 (0.0%)
Height (cm) Mesa 1786 1812 1944 159 179.1 0.620
: SD 9.50 1nso 10 _1Ln 237
Weight ()’ Mean .69 10949 (%] — 8051 “80A0 | 005
§D 30.091 32.964 . 11088 19218 17377
Body Mass tndex (kg/m’)) | Mican 30.49 FTRE] g 26.05 2493 | 0058 |
i SD 7.156 1833 3987 - 6452 4.469
Tobacco ws” Noac 9(100.0%) S(EL9%) 1(T13%) $1000%) | T(5I5%) | 0637
: Past 0 (0.0%) 1LOLI%) 2@2%) __0 (0.0%) 1(12.5%) i
Alcobol we' Nows IR | @3N | 22N 4 (S0.0%) IO1S%) a5
Cwrrent 6(66.7%) S (55.6%) s(sf.'r:) 30715%) | seasw) .
Past 10L1%) 222%) 1(10.1%) 1(12.5%) 0 (0.0%)
Subsiance sbuse None (100.0%) | WI100.0%) | I100.0%) 8(100.0%) 8(100.0%) 1.000
% Predicted FEV, © Mesa 7236 %75 21 7.0 $131 - 0046
’ SD 1353 1963 8179 (X37] 7418
. u-auﬂiﬂn‘d djusting for Race wes group

duC lan vorses won-Caucasien snd Tobaccs, Alcohol and Substaace were groupod as aoac

versws curtont/past.
® Basced ea en ANOVA medel adjemting for Gratment.
€ Prodicied FEV) was adjusted for eace.

Ad09 1181S50d 1518
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There was a statistically significant difference between the mean
suppression of urinary free cortisol seen after administration of
400 and 800 mcg/day of BDP-HFA as well as 800 mcg/day .£ BDP-
CFC as compared to placebo. While there was a decrease in mean
urmary free cortisol in the BDP-HFA 200 mcg/day group and an
increase in the HFA placebo group, this difference was not
statistically significant (this might represent the “no effect” dose of

- BDP-HFA in terms of adrenal suppression). There was no

statxstlcally significant difference in change from baseline in mean
urinary free cortisol between the 400 mcg/day BDP-HFA group,
the 800 mcg/day BDP-HFA group and the 800 mcg/day BDPaCFC

group. -

One patient in the 800 mcg/day BDP-HFA group had a decrease in
urinary free cortisol from 73 nmol/24 hours at baseline to 23
nmol/24 hours after 14 days of treatment (NRR = 55-248 nmol/24
hours) (see figure 2, p99, v1.51 below, plotting individual patient
data)(this same patient had an abnormal ACTH stimulation test
on day 15). '

' Figure 2
24-hr Urinary Free Cortisol
Plot of Individual Patient Data, Intent~to-Treat Analysis
Normal range of 55.2-248.4 nmol/24hr (20-80 ug/24hr) identified with vertical and horizontal lines
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: Day 14 (nmol/24 hr) A

Treatment Group:

O 00 HFA-placebo 1 1 1 HFA-BDP: 200 222 HFA-BDP: 400
3 3 3 HFA-BDP: 800 < a a CFC-BDP: B0O }
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. Aliquots of urine were obtained for the periods 8 PM to 7 AM, 7
AM to 9 AM and 9AM to 8 PM. The only statistically significant
mean change from baseline was seen with the 800 mcg/day HFA
and CFC groups, in terms of the 9AM to 8 PM sample. The major
effect of BDP-HFA on endogenous cortlsol excretlon appeared to
occur between 9 AM and 8 PM. ‘

% Plasma cortisol levels: There was a significantly greater decrease
in mean 7 AM plasma cortisol after 800 mcg/day of BDP-HFA (195
nmol/dL) than was seen in any other group (see fig14.3.4.2, p202,
v1.51 below). In regard to the 9 AM plasma cortisol levels, there
was no dose-response and no statistically significant difference
between 400 or 800 mcg/day of BDP and placebo.

There were 3 patients whose plasma cortisol level after 14 days of
treatment was below the lower limit of the NRR. Two of these
patients received 800 mcg/day of BDP-HFA and 1 received 800

. mcg/day of BDP-CFC. The two BDP-HFA patients went from a
baseline level of 113 nmol/L and 147 nmol/L to 27 nmoV/L and 121
nmol/L, respectively, suggesting that in some patients at higher
doses of BDP-HFA, not unexpectedly, an effect on the HPA axis
can be seen.

% ACTH stimulation: =

The criteria for an abnormal response to the rapid cosyntropin

test were the following: 1) a pre-injection plasma cortisol < 138

‘nmol/L (< 5 mcg/dL); 2) an increment of < 193 nmol/L (<7
mcg/dL); or a peak value of < 496. 8 nmol/L (< 18 mcg/dL). If

more than one  of the criteria above were abnormal the response
was considered abnormal.

All of the treatment groups had comparable mean pre-iniection
plasma cortisol levels at screening and there were no individual
patients with abnormal values, except for one patient in the 800




o mm— -

O AU WA

1

Figure 14.3.4.2

Change from Baseline in 7 AM Plasma Cortisol

Mean and Standard Error
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(Patients Included in the Intent-to-treat Analysis)
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" mcg/day BDP-CFC group who had a screening value of 126

750
700
650
600
650

nmol/L. There was no statistically significant difference in the
change from pre-injection plasma cortisol to cortisol levels

measured 30 and 60 minutes after ACTH administration between
the placebo group and any of the actlve treatment groups at

screemng

Based on the criteria for incremental change, 7 patients had an
abnormal response after 14 days of treatment; one 800 mcg/day
BDP-CFC patient; one 800 mcg/day BDP-HFA patient; two 400 -
mcg/day BDP-HFA patients; and 3 HFA placebo patients (see
figure 3, p105, v1.51; tables i14a, p107, vi.5S1and 14b. p107, v1.51
below)

Figure 3 —
Cosyntropin Stimulation Test, Increment Plasma Cortisol
Plot of Individual Patient Data
Normal response of increment > 193.2 nmol/L (7 ug/dL) identified with horizontal line
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Table 14a:  Patients Who Did Not Meet Normal Pre-injection Cortisol,
Increment and Peak Value Response Criteria for the Rapid
Cosyntropin Test at Screening
Treatment Patient| Pre-injection Cortisol| Increment Value| Peak Value §
Group | IDNo. <138 nmol/L <193 pmol/L | <496 nmol/L
HF A-placebo 001 ’ ' '
HF A-placebo 012
HFA-BDP 033 T
200 mcg
CFC-BDP 020
800 mcg
Table 14b:  Patients Who Did Not Meet Normal Pre-injection Cortisol,
Increment and Peak Value Response Criteria for the Rapid -
Cosyntropin Test at Study Day 15
Treatment Patient | Pre-injection Cortisol | Increment Value | Peak Value
Group ID No. <138 nmol/LL <193 amol/LL <496 nmolL
HFA-placebo 022 -
. : 030
036
HFA-BDP 025
400 mcg 026
.{ HFA-BDP 014
800 mcg 023 .
027
CFC-BDP 024
800 mcg 034
Note: Patieat No. 027 is the only patient who does not meet two of the three criteria and therefore does

not have a_gormal response to the cosyntropin test.
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There were 2 patients who had abnormal peak cortisol values
after ACTH stimulation, one 800 mcg/day BDP-HFA patient
and one 800 mcg/day BDP-CFC patient. The BDP-HFA
patient had a peak valule of 453 nmol/L but the patient’s pre-
injection plasma cortisol level was 44 nmol/L and there was an -
increment of 393 and 409 nmoVl/L at 30 and 60 minutes,
respectively, after administration of ACTH (see figure 4, p109,
v1.51 below)

Figure 4
Cosyntropin Stimulation Test, Peak Plasma Cortisol
Plot of Individual Patient Data
Norma! response of peak > 496.8 nmol/L (18 ug/dL) identified with horizontal line
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There were no “slow responders’ at screening, “slow
respouders” being defined as an abnormal response at 30
minutes but a normal response at 60 minutes. There were,
however, three patients who showed a “slow response” after
treatment with 200 mcg/day BDP-HFA, 800 mcg/day BDP-
HFA and 800 mcg/day BDP-CFC. In addition, there was one
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800 mcg/day BDP-CFC patient who did not have a normal
peak response at 30 or 60 minutes but had a normal
incremental response at 60 minutes.

< serum osteocalcin levels: There were no statistically significant
differences between any of the treatment groups after 14 days of
treatment in regard to mean change from baseline in serum
osteocalcin, except for the 800 mcg/day BDP-HFA group which
had a mean decrease from baseline of 3.5 ng/ml that was
statistically significantly different than the decrease seen in the -
placebo group (see table 15, p1il, vl 51; figure 5, p112, v1.51
‘below).

-~

Table 15: Serum QOsteocalcin (ng{ml) (Patients Included in the Intent-to-treat
Analysis)
HFA-Placebo | HFA-BDP: HFA-BDP: | HFA-BDP: CFC-BDP:
oo 200 mcg 400 mcg 800 mcg 800 mcg’

Baseline - - Mean | 6.4 5.6 53 7.9 6.1

SE 0.76 1.09 . 1.06- 1.41 L19
— N 9 9 8 g 8
Day 14 Mean |6.0 53 33 144 5.4

SE 0.59 1.02 0.71 1.08 1.12

N 8 8 8 8 7
Change from Mean | -0.6 0.5 1 -25 -3.5% 0.9
Baseline SE 0.43 0.74 0.59 0.91 1.09

N 8 8 8 8 = 7

*Indicates significant mean difference from placebo using Dunnett’s test

s lndicstes Signtficont Mesn Dificrence from Plocehe bsing Duanetls test

Hesn Change from Baseline (ng/mi)

24

Pigure §

Q—:‘.g: from Bassliag in Ostessslcls

Mean and Standard Brror

{Patients Included in Lhe Intent—to—treat Analysis)

KFA-Placebo  HFA-BOP 200 HFA-BOP ¢00

HFA-BDP 800
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There were S patients who had serum osteocalcin levels below the
lower limit of the NRR after 14 days of treatment; one patient who
received 200 mcg/day of BDP-HFA, 2 patients who received 400 -
mcg/day of BDP-HFA, one patient who received 800 mcg/day of —
BDP-HFA and one patient who received 800 mcg/day of BDP-CFC.
The clinical significance of these findings, if any, is unclear.

.4 Ten patients had serum analyzed for beclomethasone; one patient
received placebo, 2 patients received 200 mcg/day BDP-HFA, 2
patients received 400 mcg/day BDP-HFA, 2 patients received 800 -
mcg/day BDP-HFA, and 3 patients received 800 mcg/day BDP-CFC;
beclomethasone levels were below the lowest limit of quantitation (<

pg/ mL) for both patientis receiving 200 mcg/d after the first dose

- and for one patient receiving this dose at steady state; the maximum

individual concentrations at steady state for BDP-HFA were: 100

mcg bid = 14 pg/mL, 200 mcg bid = 41 pg/mL, and 400 mcg bid =81

pg/mL; 400 mcg bid BDP-CFC = 48 pg/mL; mean total
belcomethasone concentrations, Cmax and AUC can be seen in
figures 6 and 7, pgs 116 and 118, v1.51 below.

) -} —o— 100 mog of HFA BOP
1000- - | —a~— 200 mog of HFA BDP

. o _J —o— 400 mog of HFABDP

_ ,\ -+ 400 mog of CFC BOP

\

1

Serum Concentration (pa/mL)

O T 7 & s w2 0 3 4 6 8% i
Dayi(osef) - Day 14 (Dose 27)
Time Postdose (hours)

Figure 6: Mean totai-beclomethasone concentrations in patients receiving
HFA-BDP or CFC-BDP every twelve hours for 14 days ’
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3 100 mcg of HFA BDP -
200 meg of HFA BDP
400 mcg of HFA BDP
B 400 mcg of CFC BDP
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Figure 7. Meazn total-BOH C,,; and AUC in patients receiving HFA-BDP or

CFC- BDP every twelve hours for 14 days

-

% Blood ethanol levels: none were detected in the pre-dose and 60

minutes post-dose samples; one sample had a low level of ethanol
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clinical significance, if any, of this finding is unclear.

% Urinary TFA levels: none was detected.

& roghagngéat candidiasis: There were 3 patients, 2 who received

4G0 mcg/day and 1 who received 800 mcg/day of BDP-HFA who
had white plaques noted in the oropharynx but cultures did not
show candida growth exceeding that expected normally in the
oropharynx. Despite the culture findings, 3 patients receiving
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BDP-HFA developed oropharyngeal candidiasis. It is not
unexpected that some patients receiving uihaled corticosteroids
~will develop oropharyngeal candidiasis. |

& adverse events: There were 4 patients who experienced at least one
adverse event during the study; one placebo patient, one BDP-
HFA 200 mcg/day patient, and 2 BDP-HFA 400 mcg/day patients.
All AEs were considered mild. However, 3 patients were
withdrawn from the study due to an AE; 1 placebo patient, one
BDP-HFA 200 mcg/day and one 400 mcg/day BDP-HFA patient.

'All 3 patients had fever, associated with either pharyngitis,
headache or myalgia and were consndered probably not related to
the study drug.

% vital signs: no clinically significant changes in vital signs were
noted.

= laboratory tests: no clinically significant changes in laboratory
tests were noted, with the exception of two patients who received
400 mcg/day of BDP-HFA and had elevated LFTs. One patient
had a GGT of 146 U/L (NRR 10-61 U/L) and a SGPT of 77 U/L.
(NRR 6-43 U/L) on day 15 and the other patient had a GGT of 79
U/L, a SGPT of 65 U/L and a SGOT of 48 U/L (NRR 11-36 U/L)
when withdrawn from the study because of headache and fever. It
is unclear if these elevations were related to BDP-HFA
administration.

'APPEARS THIS WAY
ON ORIGINAL
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= Overall evaluation of safety data and conélus’ion)s:

= hsased on individual patient 24 hour urinary free cortisol (UFC)
levels, individual plasma cortisol levels and the response to |
ACTH stimulation, there was a suggestion that more adrenal
suppression occurred after administration of 800 mcg/day of
BDP-HFA for 14 days, than was seen after administration of the
same dose of BDP-CFC over this period of time. This impression
is based, however, on a small number of patients and a very small
difference, i.e. one more patient who had a urinary free cortisol
‘evel below the lower limit of the NRR (1 patient), one more
patient who had a plasma cortisol level below the lower limit of
the NRR (2 patients) and one more patient who met the criteria
for an abnormal ACTH stimulation test (1 patient)(see table
below). On the other hand, there was less of a decrease in mean
UFC after 800 mcg/d of BDP-HFA than after the same dose of
BDP-CFC. Nevertheless, it can be assumed that some patients
will develop adrenal suppression after administration of high
‘doses of inhaled corticosteroids. Therefore, the labeling should
reflect the fact that 800 mcg/day of BDP-HFA may cause adrenal
suppression in some patients, and that use of this dose requires a

careful benefit: risk assessment. -~

Parameter  ~ 200 mcg/d

BDP-HFA
400 mcg/d

~  BDP-CFC

800 mcg/d

800 mcp/d

Mean change

. { from baseline 24

hour UEC

=25

-59

- 65

- 94

placebo
- 23

# pts UFC below—
lower limit of
N?_D‘ after 144

0

0

1

0

0

# pts with plasma
cortisol level . _
below NRR after
14 days

0

0

y;

i

0

# pts with
incremental
ACTH change <
193 after 14 days

# pts with peak <
496 after 14 days
after ACTH

# pts who met
criteria for
abaormal ACTH
stimulation
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In studies in normal volunteers (studies 1025 and 1063) BDP-HFA
was administered over a range of 1200-2800 mcg/day for 10 days.
Based on 24 hour urinary free cortisol Ievels, a these doses, there
was a greater degree of adrenal suppression with BDP-HFA than
with BDP-CFC. However, there were only 5-6 patients per
treatment group in these studies.

- There was substantially greater mean total beclomethasone -
‘plasma levels, mean total beclomethasone Cmax and mean total
beclomethasone AUC both after a single dose of 400 mcg of BDP-
HFA and at steady state after administration of 400 mcg bid of
BDP-HFA for 14 days than was seen after a single dose of 400
mcg of BDP-CFC or at steady state after administration of 400
-mcg bid of BDP-CFC. These data are based on a very small
number of patients but suggest that, despite the findings from in-

— vitro and lung deposition studies, there is more systemic
avallablhty of BDP-HFA than BDP-CFC.

APPEARS THIS WAY
ON ORIGINAL

R A T E
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ABSTRACT

- Study 1081 was a parallel, treatment-blinded, placebo-controlled, .

randomized, repetitive dose study in 270 adult patients (approximately
90 in each arm) who had mild to moderate asthma and were not
receiving inhaled corticosteroids. Patients received either 100 mcg/day
or 200 mcg/day of BDP-HFA at a concentration of 50 mcg/puff (l1or2
puffs bid) in comparison with placebo for 6 weeks. The primary
efficacy parameter was mean change in percent predicted FEV-1 from
baseline and secondary efficacy parameters included FEF 25-75, AM
and PM PEF, asthma symptoms, nighttime sleep disturbance, and beta
agonist use. Safety was assessed by adverse events, vital signs and
laboratory tests. Two study populations were analyzed; 1) an intent-to-
treat population; and 2) an evaluable for efficacy population. The two
placebo groups were combined for analysis. '

There was a 14 day run-in period, following which patients were
randomized to treatment. Baseline comparison of the treatment groups
showed that they were comparable in terms of demographics, B
medication use, pulmonary function and other criteria.

There was a statistically significant improvement in mean percent
change in FEV-1 in the groups that received 100 and 200 mcg/day of
BDP-HFA in comparison with the group that received placebo after 6
weeks of treatment, as well as a trend favoring improvement in
comparison with placebo after 2-4 weeks of treatment. A statistically
significant improvement in other pulmonary function parameters was
seen within 3-4 weeks after initiating treatment with BDP-HFA. A
trend toward greater improvement of asthma symptoms, nights with
sleep disturbance and beta agonist use after administration of BDP-
HFA as compared with placebo was seen as early as 1-2 weeks after
starting therapy, and for certain parameters (percent of nights without
sleep in the group thatreceived 200 mcg/day of BDP-HFA) a ’ -
statistically significant difference from placebo was seen 1-2 weeks after -

starting treatment.
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The sponsor has demonstrated that doses of 100 mcg/day and 200
mcg/day of BDP-HFA, given as a 50 mcg/puff concentration, were
efficacious over the 6 weeks of the study, compared with placebo. The
minimum effective dose has not been established in this study. A dose-
response trend was demonstrated but the data suggests that doses above
100 mcg/day of BDP-HFA are on the flat part of the dose-response
curve in this patient population. Significant improvement in some
parameters was demonstrated as early as 1-2 weeks after initiation of
treatment with both doses of BDP-HFA. The percentage of patients
who experienced a clinically significant improvement in pulmonary
function was greater in the groups that received BDP-HFA. There was
a clinically significant improvement in pulmonary function -
demonstrated after administration of both doses of BDP-HFA. Based
on the parameters measured in this study, BDP-HFA appears to be safe.
Platelet counts will be carefully evaluated in other studies with BDP-
HFA to determine if there is a consistent pattern of a decrease in
platelets after administration of this drug product.

APPEARS THIS WAY
ON ORIGINAL
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DESCRIPTION OF SPECIFIC STUDIES

= Study 1081 -

 number of patients: A total of 270 patients were randomized to
treatment. There were 91 patients randomized to treatment with 100
mcg/day of BDP-HFA, 92 patients randomized to treatment with 200
mcg/day of BDP-HFA, and 87 randomized to treatment with placebo.
The one French center randomized 32 patients and the US centers
- randomized 238 patients. Of these, 193 patients were considered
— acceptable for efficacy analysis (see flow chart below). There were 4
patients who withdrew from the study because of AEs, one patient
receiving 100 mcg/day BDP-HFA, one patient receiving 200 mcg BDP-
HFA and 2 patients receiving HFA placebo.

Patients screened for study entry
N =406
| - 1
Eligible for study entry " | Ineligible for study entry
N =270 ; n=136

"~ |Randomizedto = -
| | | 1

BDP-HFA 100 mcg/d| | BDP-HFA 200 mcg/d| | HFA placebo

N =91 (intent to Rx) N =92 (intent to Rx) | | N =87 (intent to Rx)

Excluded from excluded from excluded from
Efficacy analysis | efficacy analysis efficacy analysis
N=19 N=27 | N=31
Efficacy analysis efficacy analysis efficacy analysis
N=72 N=65 : N=56
2 wnthdrawals 1 withdrawal 4 withdrawals
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w age range: 18-74 years; mean age of patients who received BDP-
HFA 100 mcg/day, 200 mcg/day, and HFA placebo was 32, 38, and
34 years, respectively.

- study desig. : parallel, modified blind, randbmizéd, multicenter,
placebo-controlled, repetitive dose study. Patients and investigators

were blinded to active treatment or placebo but not to the number of

puffs of BDP-HFA or placebo;

w- patient population: mild-moderate asthma not receiving
corticosteroids; FEV-1 65-85‘7“ of predxcted 15% reversibility w1th
a beta agonist; all but one patient was using a short-acting inhaled
beta agonist prior to entry into study.

= drug administration: 100 mcg/day of BDP-HFA (1 puff oi‘ 50
mcg/puff concentration bid), 200 mcg/day of BDP-HFA (2 puffs of S0
mcg/puff concentration bid) or HFA placebo for 6 weeks.

% periods of study: 6 weeks of randomized treatment; 14 day run-in
period, during which patients continued to take inhaled beta agonist
PRN, PEF was measured bid, asthma symptom and sleep
disturbance scores were kept. "

w parameters evaluated The primary efficacy parameter was percent
- predicted FEV-1 at weeks 2, 4, and 6. Other efficacy parameters
included AM/PM PEFR, FEF25-75, beta agonist use, asthma
symptom scores and mghttlme sleep disturbance scores. Saf‘ety

w data analysis: There were two study populations analyzed: the intent-
to-treat (ITT ) population; and the evaluable for efficacy analysis
(efficacy population or efficacy analysis). Most of the patients
excluded from the efficacy analysis were excluded because of non-
compliance (n = 70 out of 77 excluded). There were an additional 11
patients who were partially excluded from the efficacy analysis that
was felt to affect a specific outcome or specific period of time for a
specific outcome.
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w- patient withdrawals: see table below (tabd4, p11S, v1.70). There was
no consistent pattern in terms of time of withdrawal. The number of
patients in each treatment group that were withdrawn for each

category were comparable. The study results were not mﬂuenced by

the patient withdrawals in thls study.

Number (%) of Patients Who Withdi-ew Prior to Week 6 by Reason

Table 4:
- and Treatment (Patients Included in the Intent-to-treat Analysis)
Reason HFA-BDP 100 mcg HFA-BDP 200 mcg HFA-placebo Overall
) (a- 91) (o= 92) (o= 87) ~ (n=270)
Lost to follow-up 1 (1.1%) 2 (22%) 3 (3.4%) 6 (22%)
Adverse event » i(1.1%) 1 (1.1%) 2 23%) 4 (1.5%)
Personal 1 (1.1%) 1 (1.1%) 1(1.1%) | 3 (1.1%)
Inadequate response 0 (0.0%) "0 (0.0%) 2 (23%)° 2 (0.7%)
Noacompliance 1 (1.1%) 1 (1.1%) . 0 (0.0%) 2 (0.7%)
Total 4 (4.4%) 5 (5.4%) 8 (92%) 17 (63%)

w- protocol violations:

#* exclusion from the efficacy anal);;is because of major protocol
~ violations: 10 patients evenly divided among the treatment groups

@ 5 - FEV-1 outside specified range (41%, 55%, 58 %, 105 %,
106%)

4 1 — participated in another mvestlgatlonal drug study

9 3-took prohlblted medication '

@ 1 - 74 years of age; 65 years the upper limit for inclusion

* partlal exclusion for the period of time when the violation

occurred and/or for subsequent periods; or for the specific
- parameter affected by the violation; 11 patients; these patients

were evenly divided areong the treatment groups.

¥* The protocol violations noted above were acceptably handled and
~ did not influence the study results.
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% see table below (tab6, p121, v1.70); these demographic
characteristics was either not significantly different between the
treatment groups or where there was a significant difference
(alcohol use), would not have influenced the study results. .

Prestudy Demographic Characteristics and Habits -

Table 6: -
. - (Patients Included in the Intent-to-treat Analysis)
HFA BDP 100 | HFA BDP200 | HFA placebo | P-value
Characteristic meg © meg (N=87)
(N=91) N=92) ‘ A
Gender® Female 52(57.1%) 56 (60.9%) 45 (51.7%) 0.543
‘ Male 39 (42.9%) 36 (39.1%) 42 (483%) »
Age (years)' Mean 322 35.8 326 0.091
. SD — 1022 12.14 1229 -
Race' Caucasian 86 (94.5%) 86 (93.5%) 80 (92.0%) 0.886
Afro-Caribbean | 4 (4.4%) 4 (43%) 6 (6.9%)
Asian 0(0.0%) 1 (1.1%) 1 (1.1%)
Oriental 1(1.1%) 1 (1.1%) 0 (0.0%)
_[Height (em)™ Mean 169.8 1684 1703 0.400
: SD 9.56 937 " 9.74
Weight (kg)’ Mean 75.09 7534 71.42 0.667
SD 18.518 17.664 19346
Tobacco use' None 69 (75.8%) 68 (13.9%) 67 (71.0%) 0.969
Past 22 (24.2%) 24 (26.1%) 20 (23.0%)
Alcohol use® None 48 (52.7%) 59 (64.1%) 58 (66.7%) 0.043
Current 40 (44.0%) 30 (32.6%) 26 (29.9%)
Past - 3 (33%) 3 (3.3%) 3 (34%)
Substance abuse® | None 90 (98.9%) 92(100.0%) 87(100.0%) 1.000
Past 1 (1.1%) 0 (0.0%) 0 (0.0%)

*  Based on a categorical linear model

terms in the model. Race was grouped as Caucasian versus non-Caucasian and tobacco use,

alcohol use and substance abuse were grouped as none versus current/past.

with treatment, center and treatment by center interaction

® Based on an ANOVA with treatment, center and treatment by Geater interaction terms in the model.
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% PM PEF: PEF was measured before retiring in the evening and
before taking study medication. Inhaled beta agonists were not to be
taken within 4 hours of measuring PEF. Based on the ITT
population, there was a 25 and 26 L/min mean improvement after
administration of BDP-HFA 100 mcg/day and BDP-HFA 200
mcg/day for 6 weeks, respectively, as compared to a 6 L/min
improvement in the group which received placebo. This magnitude
of effect was not seen when the efficacy population was used for
analysis and no statistically significant difference was seen between
the three treatment groups.

w FEF 25-75%: The improvement in FEF 25-75 after 6 weeks of
treatment with BDP-HFA at a dose of 100 mcg/day or 200 mcg/day
was significantly greater than the improvement seen after
administration of placebo, regardless of whether the ITT or efficacy
population was used for analysis (see table and figure below (tab20,
p153, v1.70; figl1, p154, v1.70).

Table20:  Adjusted Mean Percent Change from Baseline in FEFys yey: -
Comparison with Placebo (Patients Included in the Intent-to-Treat

"Population)
Stady week HEFABDP | HFABDP | HFA Overall
100 mcg 200 meg Placebo P-value® -

Bascline Mean 2.15 213 230 e D

SE 0.096 0.056 0099 | » . s

N 9% 91 6 1 ,: :
Change from ' ) ! :
Baseline at Week 2 | Mean 17.55 24.64 10.83 0.066 i E

[ SE_ 4.087 4098 | 4245 REN :
’ ‘ N 88 88 83 E l'::___::“'—‘
Change from i ’ o Prs = .
Bascline at Week 4 | Mean | 2236 § 30.48** 538 <0001 EST i 3

SE 3.985 4.010 4.103
: N 89 89 84
Change from - —
Bascline at Week 6 |Mean | 21.81°¢ | ~ 2921¢e 034 <0.001

. |SE 4,081 3156 .| 4237
N % 89 g5

T Based op a0 ANOVA with treztment, center, treatment by center interaction terms in the model.
Comparisons of active trextments with placebo: ** p<0.01;° p<0.05;+p<0.10. _

S v T e e a——— ——— —— e = T e e [
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= overall evaluation of improvement in pulmonary function after 6

weeks of treatment wit_« BDP-HFA:

- :

S = statistically significant difference[rom placebo (p <0.05)

T = definite trend favoring BDP-HFA over placebo

= no statistically significance or trend compared with placebe |
-- = no data given

ITT Efficacy Population
parameter 100 inqiéy 200 meg/day placebo p val 100 mcg/day 200 mcg/day plne;bopval :
Mean S S | 0 |l S S |00l [Les
change - than | ~ than
FEV-1 024 L 0.29 L o001 | 0,24 L 031 L 0.001
Mean % S S 04% | Less S S £.9% | Less
change than than
FEV-1 6.7 % 8.6% 0001 | 6.6% 9.5% 0.001
Tchange | -- -- - T T | 17%

1= | 35% | 38% \

heme AM | oD s |a || S s | Z[=
change AM. | 307 /min | 34L/min v | 20% | 41% | |oea
Mean S S L1003 N N o 017
change PM. | 531 /min | 22L/min 22L/min | 23L/min

Mean S S 0 k=1 S S e
change FEF | 0 38L/sc | 0.40L/sc | . | oo | 0.38L/sc | 0.54L/sc os01
Mean % S : S 23% ﬁ S S 3% mb?;
§'5‘a;‘5g e FEF 22% - 29% 0001 | 220, . 34% 0.901
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@ mean change from baseline in percent of days without asthma

symptoms at study weeks S-6 compare p

(tab22. p157, v1.70)

d with placebo: see tal:_vle below

3% Asthma symptoms (wheezing, cough, shortness of breath and chest
tightness) which occurred during the day were recorded usinga
categorical scale (see below) each evening prior to taking the study

drug.

0 = none
'1 = present, little or no disco

mfort

2 = mild, annoying, little or no discomfort
3 = moderate, discomfort, not affecting daily activities

4 = severe, interfere at least once with daily activities

5 = so severe that not able to go to school/work or able to
carry out other daily activities

Table22:  Adjusted Mean Change from Baseliné in Percent of Days without -

Asthma Symptoms Compared with Placebo ‘th Study Weeks 5-6

(Patients in the Intent-to-Treat Analysis)*

TFA-

% of Days without Asthma HFA BDP HFA BDP
Symptom: Chanée from Baseline | 100 mcg 200 mcg Placebo
Wheeze — B
~ Baseline 28.1 350 275
Change from Baseline 20.7 22 12.7
' Cough - '
Baseline : 46.7 54.1 559
Change from Baseline . 153 13.7 3.5
Shortness of Breath ' -
| Baseline 272 214 32.1
Change from Baseline 17.6 235 8.6
Chest Tightness .
Baseline _ 33.6 29.0 343
_ Change from Baseline ~ - 136 19.2 8.6

e e e

“Based on an ANOVA with treatment, center, treatment by center interaction terms.
:p<0.01; :p£0.05; *: p<0.10. . :
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& mean change from baseline in asthma symptom scores at studeeéks _
5-6 compared with placebo: see table below (tab23, p157, v1.70)

Table23:  Adjusted Mean Change from Baseline in Asthma Symptoms
Scores Compared with Placebo at Study Weeks 5-6 (Patients in the

Intent-to-Treat Analysis)*
" 1 Asthma Symptom HFA-BDP HFA-BDP HFA-Placebo
T 100 mcg 200 mcg
Wheeze — = B
Baseline 136 _ 122 122
Change from Baseline | = -0.57 - 0.49° 020
Cough
Baseline 095 1 080 ) 0.71
Change from Baseline 0.38° -0.32" . 0.04
Shoriness of Breath , '
Baseline 1.47 1.52 1.30
Change from Baseline -0.49* 056 023
Chest Tightness ' _ ‘ ’
Baseline 134 1.31 121
Change from Baseline | 042 -0.39 -0.20

:.Based on an ANOVA with treatment, center, treatment by center interaction terms.
" p<0.01; : p<0.05; *: p<0.10. '

% A change of 0.2-0.4 in symptom scores over placebo response is
of very quesnonable clinical significance. Therefore, change in
symptom scores in this study can not be used to support any
claim for efficacy after admlmstratlon of 100 mcg/day or 200
mcglday of BDP-HFA.

« mean change from baseline in percent of nights without sleep
disturbance at study weeks 5- 6 compared with placebo: see table
below (tab26, p172, v1.70)

. w e ey g e m - am e cmm s e
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Table26:  Adjusted Mean Change from Baseline in Percent of Nights
 without Sleep Disturbance: Comparisons with Placebo (Patients
Included in the Intent-to-treat Analysis) -
Study week HFA BDP | HFA BDP HFA Overall
100 mcg 200 mcg Placebo P-value®
Baseline Mean | 437 50.5 53.1 0306
SE 439 4.39 4.52
N 89 90 86
Change from Baseline
at Weeks 1-2 Mean 15.1 - 20.3%* 63 0.012
SE 327 332 3.36
- - [N 88 87 84
"Change from Baseline ) '
at Weeks 34 Mean 18.5+ 24.8%* 82 - 0.005
| SE 3.48 3.56 3.59
N 89 87 85
Change from Baseline
“at Weeks 5-6 Mean { 214* 25.2%% - 82 0.005
{SE - 371 3.80 - 3.%4
N 89 87 85

" Based on an ANOVA with treatment, center, treatment by center interaction terms in the model.
Comparisons of active treatments with placebo: ** p < 0.01; * p < 0.05; +p <0.10.

g

@ mean change from baseline in sleep disturbarice compared with
placebo: A greater reduction in sleep disturbance scores was seen
after administration of BDP-HFA 100 mcg/day than after
administration of BDP-HFA 200 mcg/day, with a statistically
significant difference from piacebo being shown after the 130 .
mcg/day dose using both the ITT and efficacy populations and after
the 200 mcg/day dose using the efficacy population (with a strong

trend favoring BDP-HFA 200 mcg/day using the ITT population)

Sleep disturbance caused by asthma recorded upon awakening in
the AM and before taking AM dose of study drug, using the
following categorical scale.
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0 = none
1 = symptoms caused waking once or early waking
2 = symptoms caused waking twice or more
3 = awake most of night because of symptoms
4 = symptoms so severe that patient did not sleep at all

w Mean change from baseline in daily beta agonist use compared with
placebo: see table below (tab27, p176, v1.70): patients recorded beta
agonist use bid; patients used their usual beta agonist; number of
uses were recorded NOT number of puffs. -

Adjusted Mesn Change from Baseline in Daily Beta

Table 27: n Daily Beta-agonist Uses
Compzrisons with Placebo (Patients Included in the Intent-to-
. treat A_n_xlﬂ) ’ .
Stady week HFABDP | HFA BDP HFA Overall
- ‘100meg | 200 meg Placebo P-value’
Baseline [ Mean 3.13 3.01 277 0.420
o CSE 0.157 0.154 0.198
: N 87 %0 57 -
, Change from Baseline at o
- Weeks 1.2 Memn -0.51 0.89 043 0.053
. 'SE 0.143 0.142 0.143
N 86 38 5
. "Change from Baselme at -
Weeks 3-4 | Mexn -1.03 -1.00 £0.56 0.061
- SE 0.157 0.158 |  0.159
: N ~ &7 (1] 6
Change from Baselme af - 1
Weeks 5-6 | Mesn -1.19¢ 104 0.53 0.019
SE 0.171 0.172 0.173
N G 13 86

‘anMOVAmwm.tmwemM@huw
Comparisons of active trestments with placebo: ** p £0.01; ® p £0.05; +p<0.10.

d M trocn Bosetins In Dally Beta Use
Mposted Nean Consge : Duily Beta-agoaist

Error by Study Week
(Pationts nstudad in the Inleatwlaatsest Analents)

o eoes o es s oo -
» wki-8 v 3-4 w88
Wi BOP” EYA BOP . NFA —
|m 100 mog QZZD 00 meg =y ]
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% The differences noted in beta agonist daytnme and nighttime
use between the active treatments and placebo were not
chmcally significant (see tables below;tab 14.2.11.2.1, p423,

- v1.70, tab 14.2.12.2.1, p431, v1.70) . Therefore, despite the
fact that statistical significance compared to placebo was
reached at weeks 5-6, except for nighttime beta agonist use in
the 200 mcg/day BDP-HFA group, a reduction in beta agonist
use in this study can not be used to support the efficacy of 100
and 200 mcg/day of BDP-HFA.

) Table 14.2.23.3.3 - -
Mjveted Mean Change Lrom .huu.‘ t:...ll.uu- Seta-agemist Wee
- Loons v -
(hationts Included ia tho Isteat-to-trest Amslyeis)
study Lo B PR NP A Placebo Oversll
ek 100 sy 299 wop Pevalue .
Saseline [ 0.91 °.m on Ty
” 0.08¢8 0.008 2.009
Nedisn .7 o8 [
Bin
[
» i - »o [ ]
Change (rom Gaseline st
Seeks 1-2 Nean -8.33 -8.39 ~8.13 0.0¢3
[.J 8.06¢ S.967 9.0460
trdian - -8
Siin
Rax
L] a8 ar o4
Change ¢ Saseline at :
wesks )-=- Mean 38 -9.3¢ 9.3 9.134
”’ 0.870 .72 9.072
Nedian - -8.2 -8.2 -8 -
Min
ax
] oy o7 L3
< Change from Baseline at
Weeks $-6 Mok -2.23 -0.24 .07
[ ..M 0.078 4.97
Nedisn -a 0.2 ..
sin
Max
[ [ 2] 7 L]

Sased MRVA with treatwsst, osntar, end trestmsat center imteraction terws ia the wodel.
* erisons of active treatmests with placebo: s¢ ,.-o.:(. * pen 9.05; o pon 0.1,

Toble 14.3.11.3

Adjusted Wean Chonge fros Baseline ia hyu- m-quln ho
Comparioons with Placebo

(Petients Included in the Iateat-to-trest -lnl-) .

1409 7181SS0d 1538

Frudy A or WA soF ®FA Placebo Oversil
. moy L] Pevalpe &
ek E ) "o wall
Saseline [ 8.4 2.2 2.0 0.83¢
(.3 9.142 9.149 9.163
Wediae .- *.2 *a
Ria
[ :
] ” 12} .7
Change from Baseline at
-3 r__ -:.g, -:.::’ —:.2, - 9.093
Nedian 8.4 -8.8 -0.4
I o :
"
L ] [ 3 o [ ]
Change trom heselime st
oeks -4 R Nesa 9,68+ -0.% “8.38% 0.628
es 6.308 0.204 . 9.308
Sedian .= -8.% -9.3
Rtia
tax
» [ 2] * we
Change from Sesslins at
el o = R - * S
Nedism -'a -aly -ala .
&in . .
ax
" o - [ ]
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© overall evaluation of improvement in secondary endpoints after 6
wee.s of treatment with BDP-HFA compared to placebo:

ITT Efficacy Population
Parameter 100 mcp/dsy 200 mcp/day _placebo _ pvalue 100 mcg/dsy 200 meg/day _placebo __ p value
Man% | T | T [13% [>010 | T | T [ 2% |04
witout | 21% | 22% 23% | 26%
wheeze ' '
Mean% | T T 4% [>010 | T T 9% | 0.2
witout | 15% | 14% 21% | 15%
| cough ' - '
Men® [ T S 9% [<0.05 | T T | 10% | 0.1
ot | 18% | 24% 22% | 26% | -
SOB
mn%f T | T 9% [>010 | T | T | 11% | 0.3
ot | 14% | 19% 18% | 22%
chest
| tightness '
Man | S T |02 [<005] T T | -02 | 0.05
e | 0.6 _| -0.5 0.6 | -0.6
Mean S T [-004 [<005] S | T |-008 [0.05
e | 04 |03 |- - -05- | 03
Men — 1 T S 02 (<005 S | s |-02 (0.2
sos. |05 |-06 | : 0.6 | -0.6 |
Mean T T |02 [>010 ]| T T [-02 |02
ho | 04 | -04 05 | 05 |
 tightness
Mean S | T 8% (<001 | S S 5% |Less
e | 21% | 25% |- 25% | 30% than
nights — 0.001
Mean S T |-02 -|0.04 S | s [-01 [o.004
deep. | 04 | -0.3 ~ 05 | -04
Mean | § T |05 [002 | T T |-07 |[0.07
change | .12 | -1.0 |14 | 12

| agonist
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T gverall evaluation of improvement in secondary endpoints after 6
weeks of treatment with BDP-HFA, compared to placebo (cont):

ITT  Efficacy Population
Parsmeter 100 meg/day 200msg/day _ plscsbo __ pvalue 100 meg/day iéomg/d., placsbo__p vaiue
hange S - S -0.35 | 0.02 T T -0.48 | 0.12
dwben | 0,75 | -0.80 -0.88 | -0.89
e S - T | -0.14 | 0.02 S T -0.17 | 0.04
| _:i::mm 044 | <023 -0.52 | -0.30

S= staﬁstically significant difference from placebo (p < 0.05)
T = definite trend favoring BDP-HFA over placebo

Change = change from baseline

Mean change asthma sympioms was based on a categorical scale of 0-5

Mean change % nights = mean change in %

disturbance

o

Mean change beta agpnist =mean change in beta agonist use

of nights without sleep

Mean change day beta agonist = mean change in daytime beta agonist

‘use

Meéan change night beta agonist = mean change in nighttime beta

agonist use

—— i -y ——— ——
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= safety evaluation: The number of patients who received 'Bl')P-HFA
and the length of time that they received this drug product can be
seen in the table below (tab28, p184, v1.70) - _

Table 28: Exte.nt of Exposm

DURATION OF | HFA-BDP 100 mcg | HFA-BDP200mcg | HFA-Placebo
EXPOSURE |, (N=91) N=92) (N=87)

> 14 days 91 90 - 85

> 28 days 88 90 83

> 42 days 65 67 45

> 56 Days 1 3 1

> 70 Days . 0 1 0
>84Days 0 1 0

w Adverse Events: Adverse events were reported by 47%, 51%
and 45% of patients receiving 100 mcg/day BDP-HFA, 200
mcg/day BDP-HFA, and HFA placebo, respectively. Adverse
events reported by = 2% of patients (ITT analysis) where there

was more than one greater number of reports in one or both of -

the BDP-HFA groups compared w1th placebo can be seen in

the table below »
Adverse event 100 mcg/day 200 mcg/day placebo
Dysphonia 5(5%) 2 (2%) 1(1%)
Inhalation site 3 (3%) 2 (2%) 1 (1%)

- | Allergy reaction 3(3%) 1(1%) 0 |
Headache - 11 (12%) 18 (20%) 11 (13%)
Nausea 0 2 (2%) 0
Myalgia ' 2 (2%) 4 (4%) 1(1%)
Insomnia - 1(1%) 2(2%) 0
Dysmenorrhea - 4(4%) 2 (2%) 1(1%)
Laryngitis -0 2 (2%) 0
Pharyngitis 7 (8%) 6 (7%) 0
Sinusitis 4 (4%) 0 2 (2%)
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¥* There were four patients in each treatment group who
were categorized as having a severe adverse event. In
- the 100 mcg/day BDP-HFA group, these included
headache, abdominal pain, dysmenorrhea, and rhinitis;
in the 200 mcg/day BDP-HFA group, abdominal pain,
' nausea, and dyspepsia leading to cholestectomy, -
headache, malignant breast neoplasm, and urticaria; in
‘the HFA placebo group, headache (2), rhinitis and
sinusitis. These events were either seen in the placebo
group as well as in the BDP-HFA groups or were
unrelated to the study drug. There were 9.9%, 7.6%
_and 5.7% of patients in the 100 mcg/day, 200 mcg/day
and HFA placebo groups, respectively, who had an
adverse event that was considered possibly or probably
related to the study drug. There were 2 patients, both in
the 200 mcg/day group, who had a serious adverse event
(cholecystectomy and malignant breast neoplasm) ,
which was unrelated to the study drug.

w- laboratory studies: There were no abnormal laboratory tests
that could be related to administration of the study drug.

- There were 2 patients who received 200 mcg/day of BDP-HFA
who had follow-up for an elevated GGT and one patient who
received 200 mcg/day of BDP-HFA who had follow-up for
anemia and abnormal lymphocytes.

In addition; there was a suggestion that BDP-HFA might have
amreffect on platelets and the potential for this effect will need

tn ha noroi'n“v considered when nvninohnn Iaboratorv data

from other studles with BDP-HFA. There was a slight
decrease in mean platelet levels after 6 weeks of treatment with
~ BDP-HFA, from 272,000 to 264,000 after 100 mcg/day and

~ from 271,000 to 266,000 after 200 mcg/day, as compared to a
mean increase after placebo from 259,000 to 264,000.

~ w vital signs: There were no clinically significant changes in vital
- signs in any of the treatment groups.
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CONCLUSIONS:

1. Doses of 100 mcg/day and 200 mcg/day of BDP-HFA given to
patients with mild to moderate asthma who were not receiving
inhaled corticosteroids for 6 weeks at a concentration of 50 mcg/puff
were efficacious when compared to placebo. This does not mean that
100 mcg/day is the minimum effective dose of BDP-HFA, since lower
doses were not studied.

2. Based on change from baseline in mean percent predicted FEV-1 and

.some secondary efficacy parameters, a dose-response trend was
demonstrated, although efficacy after administration of 200 mcg/day

of BDP-HFA for six weeks was not dramatically greater than efficacy -

shown after administration of 100 mcg/day of BDP-HFA over the
same period of time, i.e. above a dose of 100 mcg/day the response was
~on the flat part of the dose-response curve for this very mild patient
populatlon .

3. The onset of significant improvement was seen after the
administration of BDP-HFA, in terms of most parameters, within 2-4
weeks. A statistically significant improvement in the primary efficacy
parameter, mean percent improvement in FEV-1 from baseline, was
seen after administration for 6 weeks, although a strong trend in this
direction was seen for the 200 mcg/day dose after 2 weeks of
treatment.

4. The improvement seen in pulmonary function was clinically
signiﬁcant. : : -

5. No immediate effect of BDP-HIFA was demonstrated when pulmonary
function was measured for 12 hours after a dose of BDP-HFA when
patients had received the drug for 6 weeks.

7 6. There were a significantly greater number of individual patients

evaluated as percent of responders, who had a clinically significant
response to both 100 mcg/day and 200 mcg/day of BDP-HFA.

7. No safety concerns were raised by the data generated in this study.

e ia + e ¢ e——— i s s o _— e e e - L -

e e ey e A oo+ e <+ e et L R



 ABSTRACT

' Study 1083

METHODS: Study 1083 was a parallel, double-blind, double- |
dummy, placebo-controlled, multicenter, repetitive dose study in 256
adult patients (~ 85 patients in each arm) who had mild-moderate
asthma and were not receiving inhaled corticosteroids. After a2
week run-in period, patients were randomized to receive 400

mcg/day of BDP-HFA as the 50 mcg/puff concentration or the 100

mcg/puff concentration or HFA placebo for 6 weeks. The primary
efficacy variable was mean change in AM PEF from baseline after 6
weeks of treatment. Secondary efficacy parameters included FEV-1,
FEF 25-75, PM PEF, asthma symptoms, sleep disturbance, and beta
agonist use. Safety was assessed by adverse events, vital signs,
iaboratory tests, and 12 lead ECGs. Two patient populations were

 analyzed: 1) an intent-to-treat population; and 2) an evaluable for

efficacy population.

RESULTS: Baseline comparison of the treatment groups showed
that they were comparable in terms of demographics, medication -

‘use, pulmonary function and other criteria. There was a 50 L/min

improvement in mean AM PEF in the group that received the 50

~ meg/puff concentration and a 44 L/min improvement in the group |

that received the 100 mcg/puff concentration, compared to a 17
L/min improvement in the HFA placebo group. Greater
improvement in mean FEV-1 was seen in the group that received the
50 mcg/puff concentration. In general, there was a clinically
significant, and in most cases a statistically significant, improvement
from baseline in all pulmonary function parameters after receiving
400 mcg/day of BDP-HFA either as the 50 mcg/puff or the 100
mcg/puff concentration, as compared with placebo. For most
parameters, a greater effect was seen with the S0 mcg/puff
concentration than the 160 mcg/puff concentration. Onset of

~ effectiveness was generally seen as-early as weeks 1-2 in terms of -
asthma symptoms, sleep disturbance and beta agonist use.
“Equivalence” of the 50 mcg/puff and the 100 mcg/puff
concentrations was demonstrated, based on the sponsor’s criteria
(see discussion below). Significantly less adverse events were seen in
the 50 mcg/puff group as compared to the 100 mcg/puff group. No
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significant changes were noted in either treatment group in terms of
laboratory tests, vital signs or ECGs.

DISCUSSION: A dose of 400 mcg/day of BDP-HFA, whether given
as the 50 mcg/puff concentration or the 100 mcg/puff concentration,
produced a significantly greater improvement in pulmonary function
than did placebo (p < 0.05) in adults with mild-moderate asthma who
~ were not using inhaled corticosteroids. Mean improvement was
generally greater in patients who received the S0 mcg/puff
concentration than in patients who received the 100 mcg/puff
concentration, although the differences were not great.

It is not possible to assess comparability (“equivalence”) of the iwo
concentrations because there was no dose-response built into the
study, so that differences, if they existed, could be detected. Since
this is the only study that attempted to demonstrate comparability of -
the 50 mcg/puff and the 100 mcg/puff concentrations, the
approvability of the 100 mcg/puff concentration will depend upon
‘the ability of this concentration to stand alone. This was the only
acceptable study that studied the 100 mcglpuff concentration in 88
mild-modérate asthmatic patients not receiving inhaled ‘
" corticosteroids. Because of the relatively small number of patients -
who received this concentration, the lack of any data to link other
doses of the 100 mcg/puff concentration to the SO mcg/puff
concentration, and the lack of any data in patients receiving inhaled
corticosteroids, it is unlikely that the data from this study will be

adequate on its own to support the approvability of the 100 mcg/puff
concentration of BDP-HFA.

WWhAAWwiirn Sowewvan wa o e
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- The primary objective of this study was to determine whether 400
- - mcg/day of BDP-HFA delivered as the 50 mcg/puff concentration
produced comparable efficacy to 400 mcg/day of BDP-HFA delivered
" as the 100 meg/puff concentration. The secondary objective was
determine if 400 mcg/day of BDP-HFA was efficacious, compared
with placebo in terms of change in AM PEF.

w number of patients: 256 patients randomized (83 received 400

mcg/day with 50 mcg/puff concentration, 88 received 400 mcg/day
‘with 100 mcg/puff concentration and 85 received HFA placebo); 187
patients were included in the evaluable for efficacy analysis (see data
analysis below)(55 received 400 mcg/day with 50 mcg/puff
concentration, 67 received 400 mecg/day with 100 mcg/puff
concentration and 65 received HFA placebo)(see flow chart below).

PATIENT DISPOSITION
[~ Patients Sa'eened for Smdy Enn'y
O N=206 .
_l _
Eligible for Sdy Entry Ineligible for Study Entry
N=256 N= 40
|
H| N
Randomized to BFA-BDPsg Randomized to HFA-BDP100 Randomized to HF A-Placebo
N= 83 Intent-to-Treat Ne= 88 Intent-to-Treat N= 85 Intent-to-Treat.
(73 completers plus 10 withdrawals) (79 completers plus 9 withdrawals) (70 completers plus 15 withdrawals)
Excluded from Excloded from o Excluded from
Evaluable-for-Efficacy Evaluable-for-Efficacy Evaluable-for-Efficacy
N=28 N=21 N=20 -
Evaluable-for-Efficacy — Evaluable-for-Efficacy ~Evaluable-for-Efficacy
N=55 -N=§7 _ N=65




& age range: 18-67 years

w study design: parallel, double-blind, double-dummy, placebo-
—  -controlled, multicenter, repetitive dose study done in Europe (note:
the study was administered and monitored by ——
—  Germany on behalf of 3M; 20 sites randomized
patients, 9 in Germany, 9 in Poland and 2 in Slovakia)

= patient population: stable mild-moderate asthma, not receiving
inhaled or other forms of corticosteroids for 3 weeks; AM PEF 50- -
80% predicted during 14 day run-in period; using inhaled beta
agonists on a PRN basis; non-smokers

w drug administration: 400 mcg/day delivered as either 50 mcg/puff
(batch numbers 94C01 and 94J01) or 100 mcg/puff concentration
(batch numbers 94D01 and 94J01), 4 puffs bid and 2 puffs bid,
respectively; HFA placebo (batch numbers CT940324 and
CT950110) was given as 4 puffs bid; use of spacers was prohibited;
inhalers were weighed to assess compliance by converting to number
of doses administered using mean shot weights; patients were
considered compliant if inhaled use during the study was 60-140% of
predicted; inhalers were primed twice by investigators prior to the
first dose of study drug but patients were mstructed not to prime
inhalers during the study

= periods of studz: 6 weeks of randomized treatment following a 2.
week run-in period; during the run-in period, patients continued to
use their own inhaled beta agonist PRN; AM and PM PEF was
measured during the run-in period, as were asthma symptoms and

. sleep disturbance

w parameters evaluated: FEV-1 and FEF 25-75 were measured at
screening, on day 1 prior to drug administration and after 2,4, and 6
weeks of treatment; baseline was pulmonary function done on study
day 1, prior to randomization; AM/PM PEF, asthma symptoms,
sleep disturbance and beta agonist use were also evaluated; safety
parameters included adverse events, vital signs, laboratory tests,and
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12 lead ECGs; change from baseline in vital signs was calculated at
weeks 2, 4, and 6; laborat~ry tests were obtained at screening and after
6 weeks of drug administration; the primary efficacy variable was AM
PEF; mean change from baseline (the last 7 days of the run-in period
provided there were at least 5 valid days of assessment data) in AM
PEF was compared among treatment groups at weeks 1-2, 3-4, and 5-6
(the daily PEF was averaged over each 2 week period, provided there
were at least 10 days worth of valid assessment data.

w data analysis:

— % S“equivalence” for change from baseline in FEV-1 percent of
predicted was defined as the percent of predicted FEV-1
produced by administration of 400 mcg/day of BDP-HFA 50

 meg/puff and 400 mcg/day BDP-HFA 100 mcg/puff being
within + 7.5% using two one-sided testing; the definition of
“equivalence” for change from baseline in FEV-1 was £ 0.2 L
and for change from baseline in AM and PM PEF % 25 L/min
(note: the definition of “‘equivalence’ was not agreed to by the
Division and in some parts of the protocol the sponsor refers to

"a 40 L/min difference in AM PEF between 400 mcg/day of BDP-
HFA 50 mcg/puff and 400 mcg/day of BDP-HFA 100 mcg/puff).

% Two patient populations were analyzed: 1) the intent-to-treat
population (ITT population)(all patients who received at least
one dose of study medication); and 2) the evaluable-for-efficacy

Anes waws e _—— LS a2 2 LA &7 L

weeks of the study or up to the point of withdrawal and were
considered compliant); in the ITT analysis, for patients who did
not complete the 6 weeks of treatment, the last value obtained

~ was carried forward to each successive timepoint.
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w withdrawals: The same number of patients in each treatment group
withdrew from the study during the first 2 weeks (see tab 16, p108,
v1.92 below). There were S patients in the HFA placebo group, 2
patients in the BDP-HFA 50 mcg/puff group and 1 patient in the
BDP-HFA 100 mcg/puff group who withdrew due to an adverse
event (see table below; tab4, p74, v1.92). The two patients in the
BDP-HFA 50 mcg/puff group were withdrawn because of severe

- inhalation sensation and cough, which were listed as possibly related
to the study drug. The one patient in the BDP-HFA 100 mcg/puff
group was withdrawn because of moderate chest pain, severe
headache and hypertension and insomnia which were felt to be
‘probably related to study drug. The five HFA placebo patients were

- withdrawn because of moderate cough, and moderate increased
asthma symptoms (4)._ The number of patients who were withdrawn

from the study for noncompliance and protocol departure, when

considered together, were comparable between treatment groups.

- —— Table 4: Number (%) of Patients Who Withdrew Prior to Week 6 by Reason

-and Treatment (Patients Included in the Intent-to-treat Analysis)

HFA-Placebo

Reason HFA-BDPs; | HFA-BDP,q, Overall
(n=83) (n=288) (n=385) (n=256)
Adverse event 2 (2.4%) 1 (1.1%) 5 (5.9%) 8 (3.1%)
-} Noncompliance 3 (3.6%) 2 (2.3%) 3 (3.5%) 8 (3.1%)
'Lost to Follow-Up 2 (2.4%) 3 (3.4%) 1 (12%) 6 (2.3%)
Withdraw consent 1 (12%) 0 (0.0%) 3 (35%) 4 (1.6%)
Study site withdrawn 1 (12%) 1 (1.1%) 2 (2.4%) 4 (1.6%)
Protocol departure 0 (0.0%) 2 (23%) 0 (0.0%) 2 (0.8%)
Inadzquate response 0 (0.0%) 0 (0.0%). 1 (12%) 1 (0.4%).
Pregnancy 1 (12%) - 0 (0.0%) 0 (0.0%) 1(04%)
-~ ' Total ' 10 (12.0%) 9 (102%) 15(17.6%) | 34(133%)
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Table16:  Number (%) of Patients Who Withdrew Prior to Week 6 by
Ceiiter and Treatment (Patients Inciuded in the Intent-to-treat

Analysis) \

[Stady HFA-BDPg, HFA-BDP,., HF A-Placebo Overall
| Week (n=83) (n=88) (n=85) (n =256)
| Weeks 0-1| 5 (6.0%) 5 (5.7%) 3 3.5%) 13(5.1%)
Weeks 122 2 (24%) | 2 (23%) 4 (4.7%) 8 (3.1%)
(Weeks 23| 2 (2.4%) 1 (1.1%) 1 (12%) 4 (1.6%)
Weeks 34| 1 (1.2%) | . 0 (0.0%) 4 (4.7%) 5 (2.0%)
(Wecks 4-5 | 0 (0.0%) 0 (0.0%) 2 (24%) 2 (0.8%)
(Weeks 56| 0 (0.0%) |1 (1.1%) 1 (12%) 2 (0.8%)
Total 10(12.0%) | 9 (102%) 15 (17.6%) 34 (13.3%)

w protocol violations: There were 5 patients who had major protocol:

- violations requiring exclusion of their data from the efficacy
population analysis. These included incomplete diary card data and
unsatisfactory PFTs due to technical problems, failure to
demonstrate 15% reversal of FEV-1, use of an antibiotic for a
respiratory infection, too long a time period between the run-in
period and day 1, and re-randomization by error after the patient
was lost to followup. Of these patients, 4 received BDP-HFA 100
‘meg/puff and 1 received BDP-HFA 50 mcg/puff. The 5 patients who

— received BDP-HFA and were non-compliant were also excluded from

the efficacy population analysis. A decision to exclude patients from
the efficacy population analysis was made prior to unblinding of the
study. There were 27 BDP-HFA 50 mcg/puff patients, 16 BDP-HFA
100 mcg/puff patients, and 20 HFA placebo patients who were
excluded from the efficacy population analysis because of
noncompliance.

MOGRAPHICS: There were no monli'nanf differences in age,

A ALANsATe & BB

nder, ethnic background, asthma symptom scores, sleep

dlsturbance scores, beta agonist use or concomitant medication use
between the three treatment groups at baseline. There were no

~ clinically significant differences between the treatment groups in
terms of pulmonary function at baselme, although the AM PEF was
consistently higher in the active treatment groups than in the placebo
group at baseline and throughout the study, in both the ITT and the
efﬁcacy populations (see table below, tab8, p83, v1.92).
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Table §: Screening and Bascline Lung Function ® (Patients Included in the Intent-to-treat Analysis) -
Parameter HFA-BDP,, HFA-BDP,g HFA-Placebo- Overall P-vaiue
AMPEF | FEV, | AMPEF | FEV, | AMPEF | FEV, | AMPEF | FEV, |
Screening Mean 3786 2.51 3629 233 3592 224 0.199 0.068
Actual Values SD 69.02 0.773 80.95 0.795 66.94 0.713
N 83 83 88 88 85 83
% Predicted Mean 684 71.0 654 673 67.5 698 - 0.669 0.318
SD g.18 16.40 8.78 16.50 8.58 1494 T
N LX) 83 88 28 85 85
% Reversibility to Mean . 30.5 292 294 0.912
Betz-agonist SD 17.55 1597 2.7
N. 83 88 8s
Daseline’ Mean 374.1 2.66 3624 247 350.1 244 0.131 0.191
| Actual Values SD 7528 0.840 81.10 0.905 7169 0.791
N ;82 ] 83 86 88 83 85 N
% Predicted Mean 674 754 654 na 65.6 15 0.356 0.236
SD 940 1791 9.78 19.90 9.18 1631
N ‘82 83 86 88 83 85
N Moming PEF was recorded in L/min; FEV, was recorded as L.

* Based on an ANOVA with treatment, center and treatment by center interaction terms in the model.

¢ Morning PEF is the average of the last 7 days of the run-in period, with at least 5 valid assessments; FBV.hthevaluetakenaﬂheclmicvl:itauhe V
end of the run-in period.

w EFFICACY FINDINGS:

- PULMONARY FUNCTION TESTING: PFTs in the clinic were

done in the AM within 2 hours of the time of the morning at
which screening PFTs were done, w1thholdmg inhaled beta
agonists for 6 hours.

% AM PEF: change from baseline in I/min: ﬁére was a 50

L/min iraprovement in the 400 mcg/day 50 meg/puff group, a 44

L/min improvement in the 400 mcg/day 100 mcg/puff group
and a 17 L/min improvement in the HFA-placebo group after S-
6 weeks of treatment, based on analysis of the ITT population
{see table and figure below; tab11, p88, v1.92; fig2, p87 v1.92).

Table 11:

Adjusted Mesn Chanpge from Baseline in Mor_l;_ing Peak Flow-
(L/min) (Patients Included in the Intent-to-treat Anatysis)
Study Week — HFA-BDPg, | HFA-BDPyyg| HFA- | Overall
) Placebo | P-value'
Baseline Mean 374.1 3624 350.1 0.131
SE 8.51 ' 8.04 823
: N 82 86 83
| Change from Baseline | Mean 25.4° 253 | - 66 0.007
at Weeks 1-2 SE 510 451 | 475
N 79 8 78
Change from Baseline | Mean 45.4%* 415% 94 <0.001
&t Weeks 34 SE - 6.12 5.49 568
N 79 . 83 79
Change from Baseline | Mean 50.2°* 434°° 165 <0.001
at Weeks 5-6 SE (%) 6.03 624
N 79 83 ;)

Based 00 an ANOVA with trestment, ceoter, trestment by center fnteraction terms in the model
Comparisons of active tresmments with placebo:®®: p £0.003; *: p S0.017, 4 p$ 0.03.

—— 0

F;iolu
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' ure 2 '
Adjusted Mean Morning Peak Flow ( min) and Stendaid Error by Study Week ~ *
(PeUents Included in the Intent-Lo-Lreat Analysis).

800
450 4
3 1 1
3 400 ) b
5 350 .
§
®
=
300 4 Trestment:
S——t—> 400 meg HFA-BDP:50
4—0—9- 400 mcg HFA-BDP:100
€—8—6 HFPA-placebo
280 4
Bassline wk 1-2 : wk 3-4 wk -8 .
N:400 mcg HFA-BDP:00 a2 80 80 N 80
N:400 meg HPA~BDP:100 [, 84 - 84 . 84
H:HFA-placedo [~ 70 80 80

The improvement in mean AM PEF after administration of
BDP-HFA is clinically significantly greater than the
improvement seen after administration of placebo and the
improvement with BDP-HFA 50 mcg/puff (BDP-50) and 100

" mcg/puff (BDP-100) is comparable, although a greater mean
change from baseline was noted 3-4 and 5-6 weeks after
initiation of treatment in patients who received BDP-SO than in-

_patients who received BDP-IOO

A companson between the mean change from baseline in AM
 PEF for BDP-50 and BDP-100 at evaluation time points in the
study can be seen in the table and figure below (tab12, p91,
v1.92 and fig4, p92, v1.92). No significant difference was noted
when the data was analyzed using the efficacy population. The
90% confidence interval of the difference in adjusted mean
change from baseline in AM PEF between the group that
received BDP-50 and the group that received BDP-100 fell ,
- within the sponsor’s post-hoc criterion for “equivalence” (i.e. :l:
25 IJmm) at all time points.

N ——— —— e e = e e e rr——————
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' ‘l‘ablelz. Adjusted Mean from Baseline in Mo: Peak Flow
HFA-BDP,, Com with HFA-BDP,, (Paticuts
Included in the Intent-to-treat
Smdﬁeek Mean diﬁ’eremaeA S.E— | 90%C.L of P-vﬂue for
(BFA-BDPg - Difference | Equivalence®
HFA-BDP;o0)
Baseline 11.6 11.70 | -7.71, 30.96 0.127
Change from Baseline 01 684 | -1123, 1139 | <0.001
at Weeks 1-2 - '
Change from Baseline 39 822 | 967, 1750 |  0.006
&t Weeks 3-4 .
Change from Baseline 5.8 903 [ -5.15, 20.69 0.017
at Weeks 5-6 .

Mmdﬂmntedﬂmh&ewwbaedmnANOVAmmm
‘snd trestment by center interaction terms o the model.

'mmkﬁmﬁemmmpmdmefammmmma
the mean difference being 0o more thao 425 Limin,

% PM PEF: A comparison of the mean change from baselinein mean
PM PEF between BDP-50, BDP-100, and HFA placebo can be seen
the tables and figures below, based on analysis of the ITT population
(tab 14.2.2.5, p227, v1.92, tab 14.2.2.7, p229, v1.92, fig 14.2.2.6, p228,
v1.92, fig 14.2.2.8, p230, v1.92). As noted in regard to the data for
AM PEF, a clinically and statistically greater degree of improvement
was seen with BDP-50 and BDP-100 than HFA placebo, and the
improvement with BDP-50 and BDP-100 was comparable. The same
results were obtained when the data was analyzed using the efficacy
population.

Table 10.2.2.8
Adjusted Mesn Change (rom l-ul lue ta Bveniey Pock Flew luhla!
Compariesons with Placebo

PstioRs iociuted i the intemt-to-trest Amsiysis)
stedy STA-ED? B7R-E09 [0 Oversll
woek 1 ) 100 Placebo -P-value @
Baselioe Saan me.2 7.7 .2 8.4
= 9.09 .89 a.ve
tisdian 386.4 376.4 366.4
Kin
ax .
. s [ ] e
Change from Saselime at
Woeks 3-2 . [ 17.9¢ 9.3 3.3 e.01
= . 4.61 4.13 4.29
Median 15.7 18.6 2.4
uir
Max
L ™ [ ] b N
Change Crom Beselise st
Hooks 3-4 Noan 35.000 38.1 .6 < 0,001
(.3 $.93 5.3 5.89
Nedian 3.7 35.¢ 1.8
dia
Sax :
- ” [ ] [ ] -
Chenge from Saselise at
Mocks $-6 Moon 27.2¢ 39.60¢ 11.3 e.c01
8 .52 $.04 . 6.9¢4
Nedian 2.8 . 13 s
Hin
tax
L] ” Lt [
tarms.
IS ..003; P <= 0.017; o1 p o= 0.03

1
| !
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Mjusted Meam tzrom Baseline in Posk Plow :
oo e et
(Patients inciuded in the Ixtent-to-treat Amlysis) -

study NPA-BOF) 38 - NYA-EDP: 100 S i O
week e difference a 3.5. 968 C.I. of Difference P-value for Squivalence b SRR TEY
Saseline 3.4 a8 -1, e o.07 -

°
Change fyom Beseline st ) ! -
Wooks 1-2 -2.3 6.29 -313.88 , .99 < 8.001 | 3. -

. . H
L

Change Crom Baseline at . - B IS
Yooks 3-4 -2.) 7.9¢ -313.43 , 12.0¢ < 0.903 { . I

-
Chozngs fres Bacolims at
Weoks $-6 -2.4 .75 36.89, C13.02 < 8.003 - -

- IESnTh 3
s 18 e e o g o e e
@ Mean ditf is the dit in the ad) 4 meems besed )
4e is the dit e on an NOVA with . and by
» N‘r}-lm is lz the t\::-l“d }uu 7 a‘ u; P ;M. —
valenos was {ned protocol a8 o/« I.[d. rom wsted ol -en
ﬁ: the purpooe of ca=plo oise caleulatisa. - o4 wor: 100

% FEV-1: As can be seen in the table and figure below (tab13, p97.
V1.92, fig6, p98, v1.92) the mean improvement from baseline in

FEV-1 was statistically greater than placebo at all evaluation times in

the group that received BDP-50 but only for 4 weeks in the group

- that received BDP-100 based on the ITT population.

Table13:  Adjusted Mezn Change from Baseline in FEV, (L) (Patients
Included in the Intent-to-treat Analysis) _

Study Week HFA-BDPy | BFA-BDPg | HFA- | Overall |
g ' Placebo | P-value®
Baseline Mean 2.66 247 244 | 0191
SE 0.094 0089 | 0091 '
N & 88 85
Cbange from Mean 026%% 021* ~0.03 0.003
Baseline at Week 2 | SE 0.053 0.048 0.048
IN 7 81 81 o
Change from Mean 033« 0.31* 0.09 0.005
Baseline at Week 4 | SE 0.061 0.056 - 0.056
N 80 81 81
Change bom—_ | Mean 035 824 | 009 0,010
Baseline st Week 6 | SE 0.061 0.055 "0.057
- IN - 81 84 - 81
Based on 80 ANOVA with trestment, center, treatment by center fnteraction terms in the model

Com%ouofﬁwmw&pﬂc“:p‘m;‘:psuﬁ;ﬂpsm.

Comparability was not demonstrated, using the sponsor’s analytical

approach, at week 6 between BDP-50 and BDP-100 based on the ITT
population (see table and figure below; tab14, p100, v1.92, fig7, p101,
v1.92) nor at any time point, based on the efficacy population, despite

the fact that that the change
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from baseline in FEV-1 was comparable in the two populations
(see figure 14.2.3.9, p243,v1.92 below). There was a 9.4, 7 and
2.7 mean change from baseline in FEV-1 percent of predicted
for the BDP-50, BDP-100 and HFA placebo groups,
respectively, after 6 weeks of treatment based on the ITT
population. The changes were not significantly different based
on analysis of the efficacy population. Greater improvement in
“mean FEV-1 from baseline was seen in the group that received
400 mcg/day of BDP-50 than in the group that received 400
~mcg/day of BDP-100 after 6 weeks of treatment.

Table14:  Adjusted Mean Change from Baseline in FEV, (L) HFA-BDPg
Compared with HFA-BDP; ., (Patients Included in the Intent-to-

treat Analysis) |
Study Week Mesn difference’ = |S.E. | 90% CLof | P-value for
B | (HFA-BDPgy - HFA- mr...) Difference Equivalence®
Baseline - 0.19 "0.027, 0.400 0.458
| 0.129 - : ~
Change from 0.04 "| -0.076, 0.160 0.014
| Baseline at Week 2 0.072°
Change from 0.03 -0.109, 0.164 0.019
Baseline at Week 4 0.083
Change from - 010 - 0034, 0239 | o0.119
Baseline at Week 6 0.083 -
‘Tﬁ;d_xﬁ'mee Is the dificrence ntbe-d;mdm nsednnnANOVAwuhueman.cm

and tresment by center interaction terms in the model.

‘mmkmumwmm&wwmms
2021 from the adjusted HFA-BDP oy mean. - :

-

% FEF 25-75: Using the ITT population, there was a statistically
significantly greater improvement from baseline in mean FEF
25-75 afier adminisiration of BDP-50 and BDP-100 than after
administration of placebo at week 2, week 4 and week 6 (see

- table and figure below; tab15, p104, v1.92, fig8, p105, v1.92).
Using the efficacy population, the mean improvement in FEF -
25-75 after 6 weeks of treatment with BDP-100 was not -
statistically different than the improvement seen after placebo.
Mean percent improvement from baseline in FEF 25-75 was
statistically significantly greater at all time points after
adxmmstratlon of BDP-50 but not week 6 (I'I'I‘ population) or
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‘weeks 4 and 6 (efficacy population) after administration of -
BDP-100. After 6 weeks of treatment, more improvement was

seen after administration of 400 mcg/day of BDP-50 than after
administration of 400 mcg/day of BDP-100, although based on :
the sponsor’s analysis, there was no statistically significant ' =
difference between improvement in FEF 25-75 after .

administration of 400 mcg/day as the 50 mcg/puff or the 100

mcg/puff concentration (table 14.2.4.6, p257, vi.92 below)

Table1S:  Adjusted Mean Chenge from Baseline in FEF;q s, (Lése6) o N

{Patients Included in the Intent-to-treat Analysis)
Stady Week HFA-BDP5g | HFA-BDP1og | BFA- | Overall P- |
) Placebo valuet
Baseline Mean 228 1.9 2.00 0.009
SE 0.115 0.109 0.112
N 30 84 81
Change from Mean 037=° 036°° 0.02 <0.001
Baseline st Week2 | SE 0.083 0.076 0.076
N 76 78 78 '
Change from Mean 047°* 0.46°* 0.05 <0.001 —
Baseline st Week 4 | SE 70093 0.086 0.086
. N 7 78 78
Change from Mean 061°** 041 . 0.06. <0.001
Bascline st Week 6 | SE 0.102 0.094 0.095
) N 78 81 78
T Rescd 06 1 ANOVA with Ceacan, Ceer, STaimen by Coier Imracton T b B DodeL.

Comparisons of active tresunents with placcbo:*®: p £ 0.003; *: p £ 0.017; +: p £0.03.

Table 14.2.4. ‘
Adjusted Nean Change from Baseiine in PRF2S-75% (L/sec)
HPA-BDP: S0 w with HPA-BOP: 100
(Patients xnclud.d the Intent-to-treat Analysis)

study . ’ HFA-BOPs S0 - RPA-SDP:

woek . Mean difference a 8.%. 0% c 8 of Ditterence
Baseline 9.4 9.188 $.227 . 9.7%0
Change Saseline at N ..
Week 2 from * . s 0.112  -0.1% , (Rt
Chenge Saseline at —_— -

Yook 4 fron * 0.01 0.127 -0.204 , 0.213
change from Baseline at

Week 6 - T 8.30 6.13% -0.033 , 0.423

a Mean difference is the difference in the adjustsd weans besed om an NKOVA with treatment, csnter, and treatment by center
interaction terms in the model. o : )
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= overall evaluation of improvement in gulmonagr functlon after
treatment with BDP-HFA 400 mcg[day

ITT Qopulatnon  efficacy population
50 mep/pufl leomg/puﬂ placebo pvalve 50 mep/puff 100 mep/puff placebo __p value

[ Mean S S <0.001 |—§ S 4Lmin | <0.001
f'ﬁnﬁ;;p S0V/min 44L/min 17L/min S3L/min | 48 L/min ' '
Mean S S 11 L/min 0.001 S S SL/min | <0.001
%&p 37L/min | 40 L/min " | 43Vmin- | 40 L/min - ,

Man | S [Sme [e0oL o001 | S [5re [0.09L [0.01

“|Fev1 | 0.35L | 0.24L , . 1 0.35L joL : .
Man® 1S [5m2 127% [0.02 |57 [5w4, [34% [0.08
FEV-1 94% |1% I u% 6%

‘| Mean S S «<0.001 S Swks24 0.11 L/sec - 0.02
%’;‘gzg 061 Usec | 0.41 Lisec 0.06L/sec 061L5ec | oa Lsec .
75 . :

MunZ IS [Sm2 9% (001 [ S |52, (9% [0.04
FEF2575 | 419, |31% 459% |28%

- S = statistically significant at p < 0.05

T= sttong trend favoring BDP over placebo

APPEARS THIS WAY

ON ORIGINAL
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OTHER EFFICACY PARAMETERS

#* symptom scores: Asthma symptoms (wheezing, cough, shortness of
breath and chest tightness) which occurred during the day were

“evaluated by patients each evening prior to drug administration

using a categorical scale as shown below. The mean daily symptom
scores were evaluated for each 2 week period, l.e weeks 1-2, weeks 3-

4 and weeks 5-6.

0=none

1 = present but causing little or no discomfort

2 = mild, annoying, causing little or no discomfort

3 = moderate, causing discomfort, not affecting activities
4 = severe, interfere at least once/day with activities

5 = severe, interferes with werk, school, daily activities

The mean baseline symptom scores for the 4 asthma symptoms
evaluated were between 0.5 and 1 and the percent of days without
wheezing during the run-in period was approximately 50% for all
treatment groups. Based on these scores, the patient population
studied had extremely mild asthma without substantial room for
improvement. -

@ whéeze: The mean change from baseline in percent of days

without wheezing and the mean change from baseline in wheezing
can be seen in the tables and figures below (tab19, p111, v1.92;
tab14.2.5.4, p270, v1.92; tab14.2.5.12, p279, v1.92; tabi4.2.5.14, p280,
v1.92; fig9, p112, v1.92; fig14.2.5.13, p279, v1.92). o
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Table19:  Adjusted Mean Change from Baseline in Percent of Days Without
Wheeze (Patients Included in the Intent-to-trest Analysis)

Study Week } HFA-BDPg, | HFA-BDPyy|  HFA- | Overall |
_Placebo | P-value®
Baseline Mean 470 506 . 534 0.652
_— SE s01. | 469 - 41
N 80 85 &4
Change from Baseline | Mean 15.1 72 32 0.050
at Weeks 12 SE 357 317 331
| N 76 K- n
Change from Baseline | Mean 25.5% 15.1° 57 0.005
at Weeks 34 SE 445 3.94 405
| N 76 8 80
Change from Baseline | Mean 25.5% 21.0* 46 0.005
'§ at Weeks 5-6 SE © 502 445 4.57
N 76 82 80
m oo, cexner, by ezmter b 303 terrns i the aodal.
Compark [ ¢ - it

pacebocte: p$0.003; % p£0.017; 92 pS .03,

Mjustad Neen Change Foon assilne in Wheess Score
] 28
with Placebo

{Pationts Included in the Intent-to-treat Analysis)

Study . ER-E0P RPR-GDP RVA Overall
wook 80 100 Placabo P-value &
Baseline ean 0.8 0.68 .77 8.456
: | 3 6.102 9.098 0.09¢ -
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Consistently greater improvement in wheezing was seen in the
group which received BDP-50 as compared to the group which
- received BDP-100, using either the ITT or the efficacy population.
A trend favoring BDP over placebo was seen as early as weeks 1-
2, and a statistically significant improvement compared to placebo
was seen with a dose of 400 mcg/day of BDP-50 after 3-4 weeks
and 400 mcg/day of BDP-100 after 5-6 weeks, based on analysis




